
April 20, 1970 

Dr. John Totter 
D%virioa of Biology and Hedicine 
Atomic &aergy Cotmissfon 
Waslhington, D. C. 20545 

Dear John: 

Thauk you for having arranged my areketinp with the Comfssioa l&et @oath. 
It ~88 an opportualty I welcomed very much and I rully did enjoy the 
ddscuseion. Thrntr you 8180 for 8XT8Ugiw the V8riOUS m8terials 1 have 
been receiving 8nd till digest 8s rapidly 8s I can. 

I did want to respond wfth au snapliffcatiou of Part II of the minute8 
dated April 2, 1970 having to do with Jim Cle8ver’s work. I feel that this 
represent8 such 8x3 extraordinary opportunity for amaying radiation (8nd 
other envIronmenta mutagenic) effect8 In viva th8t X ought to get the pro- -- 
pOUrI ou the record with aofae aBlplifiC8tiOn and prec%sioa. Th@ prOpo8ed assay 
is baaed on the work that Cleaver did tith xerodexm8, but it would be applied 
to cell8 taken from randomly selected bloods - perhaps even a8 8 by-product 
of rout&e blood bunk collections. These would then be genetically normal 
fndlvfduals . The aesry 18 bared on the concept that Cleaver hes worked out 
a method to determine the rate of DNA repair. For his studies to date he has 
used material intcntfonally Insulted wlth W in order to exawfne genetic 
defects in the cspocfty for repair. But he ha8 also been able to mxmure 
repair in untre8tad eells,and thin pre8uMbly represent8 the rerponse to the 
background level of DNA d8mage and should be proportion81 to it. One should, 
then, be able to detect changes in the rate of DNA drPwage after acute exposure 
t0 UtUt8gCUiC 8gmt8, even if their effect is of the a8ue order of aPagnitude 88 
the background. 

So I then would 6ee two lint8 to further reeerrrch exploitinlg thie pO88ibflity; 
(1) the emwairmtion of cells from experimental anilnals and human8 kuom to 
have been exposed to specific low do8e8 of mdfation, and (2) 8 population 
survey to look for v8riatfons in the rate of DNA rep8ir (end therefore pre- 
suumbly DNA daprage) thrt might be correlated with various environmental fer- 
ton. For example, one might really be able to get after the question of 
au 8ltitudeaffeCt fn tcm of specific biological respouse. I am evm more 
stimulated by the idaa of verifying hacarde from chemical environmental addf- 
t ivea . 

Sincerely your8, 

Joshua Lederberg 
Profeseor of Genetics 


